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NP_066961 501 aa - linear PRI 27-NOV-2005 

TNF receptor-associated factor 2 [Homo sapiens] . 
NP_066961 NP_663770 
NP_066961.2 GI:22027612 
REFSEQ: accession NM 021138.3 

Homo sapiens (human) 
Homo sapiens 

Eukaryota; Metazoa; Chordata; Craniata; Vertebrata; Euteleostomi; 
Mammalia; Eutheria; Euarchontoglires ; Primates; Catarrhini; 
Hominidae; Homo. 

1 (residues! to 501) 
Yang,C.H., Murti,A. and Pfeffer,L.M. 

Interferon induces NF-kappa B- inducing kinase/ tumor necrosis factor 
receptor-associated factor-dependent NF-kappa B activation to 
promote cell survival 

J. Biol. Chem. 280 (36), 31530-31536 (2005) 
16009713 

GeneRIF: Results for the first time place tumor necrosis factor 
receptor-associated factor-2 • (TRAF2) , previously, shown to function 
in TNF signaling, within the interferon signal transduction pathway 

2 (residues 1 to 501) 
Esparza,E.M. and Arch,R.H. 

Glucocorticoid- induced TNF receptor, a costimulatory receptor on 
naive and activated T cells, uses TNF receptor-associated factor 2 
in a novel fashion as an inhibitor of NF-kappa B activation 
J. Immunol. 174 (12), 7875-7882 (2005) 
15944293 

GeneRIF: In contrast with its effects on signaling triggered by 
other TNF receptors, functional studies reveal that TRAF2 plays a 
novel inhibitory role in glucocorticoid- induced TNF receptor 
(GITR) -triggered NF-kappa B activation. 

3 (residues 1 to 501) 

Kim,W.J., Back,S.H., Kim,V. , Ryu, I. and Jang, S.K. 
Sequestration of TRAF2 into stress granules interrupts tumor 
necrosis factor signaling under stress conditions 
Mol. Cell. Biol. 25 (6), 2450-2462 (2005) 
15743837 

GeneRIF; TRAF2 colocalizes with eIF4GI in insoluble stress granules 
during cellular exposure to stress conditions. 

4 (residues 1 to 501) 

Hauer,J., Puschner,S., Ramakrishnan, P . , Simon, U. , Bongers,M., 
Federle,C. and Engelmann,H. 

TNF receptor (TNFR) -associated factor (TRAF) 3 serves as an 
inhibitor of TRAF2/ 5 -mediated activation of the noncanonical 
NF-kappaB pathway by TRAF-binding TNFRs 

Proc. Natl. Acad. Sci. U.S.A. 102 (8), 2874-2879 (2005) 
15708970 

GeneRIF: TRAF3 specifically blocked the NF-kappaB activation via 
TRAF2/5 . 

5 (residues 1 to 5 01) 

He , L . , Grammer , A . C . , Wu,X. and Lipsky,P:E. 

TRAF 3 forms heterotrimers with TRAF2 and modulates its ability to 

mediate NF- {kappa }B activation 

J. Biol. Chem. 279 (53), 55855-55865 (2004) 

15383523 

GeneRIF: there is a novel association between TRAF2 and TRAF3 that 
is mediated by unique portions of each protein and that 
specifically regulates activation of NF-kappaB, but not AP-1 

6 (residues 1 to 501) 

Zhang, H., Zhang, R., Luo,Y., D ' Alessio , A. , Pober,J.S. and Min,W. 

AIP1/DAB2IP, a novel member of the Ras-GAP family, transduces 

TRAF2 - induced ASK1-JNK activation 

J. Biol. Chem. 279 (43), 44955-44965 (2004) 

15310755 

GeneRIF: AIP1 is a novel transducer in TNF- induced TRAF2 -dependent 
activation of ASK1 that mediates a balance between JNK versus 
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NF-kappaB signaling 

7 (residues 1 to 501) 

Vischioni,B. , Giaccone,G., Span,S.W., Kruyt,F.A. and Rodriguez , J. A. 
Nuclear shuttling and TRAF2 -mediated retention in the cytoplasm 
regulate the subcellular' localization of cIAPl and cIAP2 
Exp. Cell Res. 298 (2), 535-548 (2004) 
15265700 

GeneRIF: TRAF2 plays an important role as regulator of IAP 
nucleocytoplasmic localization, by preventing nuclear translocation 
of cIAPl and cIAP2 . 

8 (residues 1 to 501) 

Fotin~Mleczek,M. , Henkler,F., Hausser,A. , Glauner,H. , Samel, D., 
Graness,A., Scheurich, P . , Mauri,D.. and Wajant,H. 

Tumor necrosis factor receptor-associated factor (TRAF) 1 regulates 
CD4 0- induced TRAF2 -mediated NF-kappaB activation 
J. Biol. Chem. 279 (1), 677-685 (2004) 
14557256 

GeneRIF: stoichiometry of TRAF1 - TRAF2 heteromeric complexes 
( (TRAF2) 2-TRAF1 versus TRAF2- (TRAF1) 2) determines their capability 
to mediate CD40 signaling but has no major effect on TNF signaling 

9 (residues 1 to' 501) 

Sakurai,H., Suzuki , S., Kawasaki,N., Nakano,H., Okazaki,T., 
Chino,A., Doi , T. and Saiki,I. 

Tumor necrosis factor -alpha -induced IKK phosphorylation of 
NF-kappaB p65 on serine 536 is mediated through the TRAF2 , TRAF5 , 
and TAK1 signaling pathway 

J. Biol. Chem. 278 (38), 36916-36923 (2003) 
12842894 

GeneRIF: TRAF2 has a role in TNF-alpha induced IKK phosphorylation 
of NF-kappaB p65 

10 (residues 1 to 501) 

Kaneko , M . , Ni inuma , Y . and Nomura , Y . 

Activation signal of nuclear factor-kappa B in response to 
endoplasmic reticulum stress is transduced via IRE1 and tumor 
necrosis factor receptor-associated factor 2 
Biol. Pharm. Bull. 26 (7), 931-935 (2003) 
12843613 

11 (residues 1 to 501) 
Shi,C.S. and Kehrl,J.H. 

Tumor necrosis factor (TNF) -induced germinal center kinase-related 
(GCKR) and stress-activated protein kinase (SAPK) activation 
depends upon the E2/E3 complex Ubcl3-UevlA/TNF receptor-associated 
factor 2 (TRAF2) 

J. Biol. Chem. 278 (17), 15429-15434 (2003) 
12591926 

GeneRIF: TNF signaling leads to oligomerization, ubiquitination, 
and activation of GCKR and activation of the SAPK pathway in a 
manner that depends upon TRAF2 polyubicniitination and 
oligomerization and Ubcl3 function 

12 (residues 1 to 501) 

Kuai,J., Nickbarg,E., Wooters,J., Qiu, Y . , Wang, J. and Lin,L.L. 
Endogenous association of TRAF2 , TRAF 3 , cIAPl, and Smac with 
lymphotoxin beta receptor reveals a novel mechanism of apoptosis 
J. Biol. Chem. 278 (16), 14363-14369 (2003) 
12571250 

GeneRIF: TRAF2 , TRAF3 , cIAPl, Smac, and lymphotoxin beta receptor 
associate and are involved in apoptosis 

13 (residues 1 to 501) 

Munzert,G., Kirchner,D., Stobbe,H., Bergmann,L., Schmid,R.M., 
Dohner,H. and Heimpel,H. 

Tumor necrosis factor receptor-associated factor 1 gene 
overexpression in B-cell chronic lymphocytic leukemia: analysis of 
NF-kappa B/Rel -regulated inhibitors of apoptosis 
Blood 100 (10), 3749-3756 (2002) 
12411322 

14 (residues 1 to 501) 

Habelhah,H., Frew, I. J., Laine,A., Janes, P. W. , Relaix,F., 
Sassoon,D., Bowtell,D.D. and Ronai,Z. 

Stress- induced decrease in TRAF 2 stability is mediated by Siah2 

EMBO J. 21 (21) , 5756-5765 (2002) 

12411493 

15 (residues 1 to 501) 

Zhou,R., Bonneaud,N., Yuan,C.X., de Santa Barbara,?., Boizet,B., 

Schomber,T., Scherer,G., Roeder,R.G., Poulat,F. and Berta,P. 

'SOX 9 interacts with a component of the human thyroid hormone 

receptor-associated protein complex 

Nucleic Acids Res. 30 (14), 3245-3252 (2002) 

12136106 

16 (residues 1 to 501) 

Brown, K.D., Hostager , B . S . and Bishop, G. A. 

Regulation of TRAF2 signaling by self-induced degradation 

J. Biol. Chem. 277 (22), 19433-19438 (2002) 

11909853 
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Brown, K.D., Hostager, B . S . and Bishop, G. A. 

Regulation of TRAF2 signaling by self -induced degradation 

J Biol Chem 277 (22), 19433-19438 (2002) 

11909853 

18 (residues 1 to 501) 

Eliopoulos , A . G . , Davies,C, Blake, S.S., Murray, P: , Najaf ipour , S . , 
Tsichlis, P .N. and Young,L.S. 

The oncogenic protein kinase Tpl-2/Cot contributes to Epstein-Barr 

virus-encoded latent infection membrane protein 1-induced NF-kappaB 

signaling downstream of TRAF2 

J. Virol. 76 (9), 4567-4579 (2002) 

11932422 

19 (residues 1 to 501) 
Hostager,B.S . and Bishop, G. A. 

Role of TNF receptor-associated factor 2 in the activation of IgM 

secretion by CD4 0 and CD120b 

J. Immunol. 168 (7), 3318-3322 (2002) 

11907088 

20 (residues 1 to 501) 

Li,X., Yang,Y. and Ashwell,J.D. 

TNF-RII and c-IAPl mediate ubiquitination and degradation of TRAF2 

Nature 416 (6878), 345-347 (2002) 

11907583 

GeneRIF: TNF-RII and c-IAPl mediate its ubiquination 

21 (sites) 

Li,X., Yang,Y. and Ashwell,J.D. 

TNF-RII and c-IAPl mediate ubiquitination and degradation of TRAF2 

Nature 416 (6878) , 345-347 (2002) 

11907583 

22 (residues 1 to 501) 

Cao,H., Courchesne , W . E . and Mastick,C.C. 

A phosphotyrosine- dependent protein interaction screen reveals a 
role for phosphorylation of caveolin-1 on tyrosine 14: recruitment 
of C-terminal Src kinase 

J. Biol. Chem. 277 (11), 8771-8774 (2002) 
11805080 

23 (residues 1 to 501) 

Xia,P. ( Wang,L., Moretti , P . A. , Albanese,N., Chai,F., Pitson,S.M., 
D 'Andrea, R. J. , Gamble, J. R. and Vadas,M.A. 

Sphingosine kinase interacts with TRAF2 and dissects tumor necrosis 
factor-alpha signaling 

J. Biol. Chem. 277 (10), 7996-8003 (2002) 
11777919 

GeneRIF: These findings show a role for SphK in the signal 
transduction by TRAF2 specifically leading to activation of 
NF-kappa B and antiapoptosis . 
'24 (residues 1 to 501) 

Yan,M. , Zhang, Z., Brady, J. R. , Schilbach, S . , Fairbrother , W . J . and 
Dixit, V.M. 

Identification of a novel death domain- containing adaptor molecule 
for ectodysplasin-A receptor that is mutated in crinkled mice 
Curr. Biol. 12 (5), 409-413 (2002) 
11882293 

25 (residues 1 to 501) 

Kanamori,M., Suzuki, H. # Saito,R., Muramatsu,M. and Hayashizaki, Y. 
T2BP, a novel TRAF2 binding protein, can activate NF-kappaB and 
AP-1 without TNF stimulation 

Biochem. Biophys . Res. Commun. 290 (3), 1108-1113 (2002) 
11798190 

26 (residues 1 to 501) 

Oukka,M. , Kim,S.T., Lugo,G., Sun, J., Wu,L.C. and Glimcher , L . H . 
A mammalian homolog of Drosophila schnurri, KRC, regulates TNF 
receptor-driven responses and interacts with TRAF2 
Mol. Cell 9 (1), 121-131 (2002) 
11804591 

27 (residues 1 to 501) 

Wiley, S.R., Cassiano,L., Lofton, T. , Davis -Smith, T. , Winkles, J. A. , 
Lindner, V., Liu,H., Daniel, T.O., Smith, C. A. and Fanslow,W.C. 
A novel TNF receptor family member binds TWEAK and is implicated in 
angiogen.es is 

Immunity 15 (5) , 837-846 (2001) 
11728344 

28 (residues 1 to 501) 

Choi,Y.H., Kim, K. B . , Kim, H . H . , Hong,G.S., Kwon.Y.K., Chung, C.W., 

Park,Y.M., Shen,Z.J., Kim,B.J., Lee,S.Y. and Jung, Y.K. 

FLASH coordinates NF-kappa B activity via TRAF2 

J. Biol. Chem. 276 (27), 25073-25077 (2001) 

11340079 

29 (residues 1 to 501) 

Lieberson , R . , Mowen , K . A. , McBride , K . D . , Leautaud , V . , Zhang , X . , 
Suh,W.K., Wu,L. and Glimcher, L.H. 

Tumor necrosis factor receptor-associated factor (TRAF) 2 represses 
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the T helper cell type 2 response through interaction with 
NFAT- interacting protein (NIP45) 
J. Exp. Med. 194 CI), 89-98 (2001) 
11435475 

30 (residues 1 to 501) 

Zapata, J. M., Pawlowski , K. , Haas,E., Ware,C.F., Godzik,A. and 
Reed, J. C. 

A diverse family of proteins containing tumor necrosis factor 

receptor-associated factor domains 

J. Biol. Chem. 276 (26), 24242-24252 (2001) 

11279055 

31 (residues 1 to 501) 

Devin,A., Lin,Y. , Yamaoka,S. , Li, 2., Karin,M. and Liu,2g. 

The alpha and beta subunits of IkappaB kinase (IKK) mediate 

TRAF2 -dependent IKK recruitment to tumor necrosis factor (TNF) 

receptor 1 in response to TNF 

Mol. Cell. Biol. 21 (12), 3986-3994 (2001) 

11359906 

32 (residues 1 to 501) 

Luftig,M.A., Cahir -McFarland, E . , Mosialos,G. and Kieff,E. 
Effects of the NIK aly mutation on NF-kappaB activation by the 
Epstein-Barr virus latent infection membrane protein, lymphotoxin 
beta receptor, and CD40 

J. Biol. Chem. 276 (18), 14602-14606 (2001) 
11278268 

33 (residues 1 to 501) 

Yoneda,T., Imaizumi , K. , Oono,K., Yui,D. , Gomi,F.,. Katayama,T. and ■ 
Tohyama , M . 

Activation of caspase-12, an endoplastic reticulum (ER) resident 
caspase, through tumor necrosis factor receptor-associated factor 
2 -dependent mechanism in response to the ER stress 
J. Biol. Chem. 276 (17), 13935-13940 (2001) 
11278723 

34 (residues 1 to 501) 

Feng , X . , Gaeta , M . L . , Madge , L . A . , Yang , J . H . , Bradley , J . R . and 
Pober,J.S. 

Caveolin-1 associates with TRAF2 to form a complex that is 
recruited to tumor necrosis factor receptors 
J. Biol. Chem. 276 (11), 8341-8349 (2001) 
11112773 

35 (residues 1 to 501) 

Kumar, A., Eby , M . T . , Sinha,S., Jasmin, A. and Chaudhary , P . M . 
The ectodermal dysplasia receptor activates the nuclear 
f actor-kappaB, JNK, and cell death pathways and binds to 
ectodysplasin A 

J. Biol. Chem. 276 (4), 2668-2677 (2001) 
11035039 

36 (residues 1 to 501) 

Pereno,R., Giron-Michel , J . , Gaggero,A. , Cazes,E.i, Meazza,R., 
Monet t i, M. , Monaco, E . , Mishal,Z., Jasmin, C, Indiveri,F., 
Ferrini,S. and Azzarone,B. 

IL-15/IL-15Ralpha intracellular trafficking in human melanoma cells 
and signal transduction through the IL-15Ralpha 
Oncogene 19 (45) , 5153-5162 (2000) 
11064452 

37 (residues 1 to 501) 

Bonnard,M., Mirtsos,C, Suzuki, S., Graham, K. , Huang, J. , Ng , M . , 

Itie,A. , Wakeham,A., Shahinian, A. , Henzel,W.J., Elia, A. J . , 

Shillinglaw,W. , Mak,T.W., Cao,2. and Yeh,W.C. 

Deficiency of T2K leads to apoptotic liver degeneration and 

impaired NF-kappaB -dependent gene transcription 

EMBO J. 19 (18) , 4976-4985 (2000) 

10990461 

38 (residues 1 to 501) 

Hatzoglou, A. , Roussel,J., Bourgeade , M . F . , Rogier,E., Madry,C, 
Inoue, J. , Devergne , O . and Tsapis,A. 

TNF receptor family member BCMA (B cell maturation) associates with 

TNF receptor-associated factor (TRAF) 1, TRAF2 , and TRAF3 and 

activates NF-kappa B, elk-1, c-Jun N- terminal kinase, and p3 8 

mitogen-activated protein kinase 

J. Immunol. 165 (3), 1322-1330 (2000) 

10903733 

39 (residues 1 to 501) 

Xia,X.Z., Treanor, J. , Senaldi,G., Khare,S.D., Boone, T., Kelley,M. , 

Theill,L.E., Colombero, A . , Solovyev,I., Lee,F., McCabe,S., 

Elliott, R., Miner, K. , Hawkins, N. , Guo,J., Stolina,M. , Yu,G.,. 

Wang, J., Delaney,J., Meng,S.Y., Boyle, W.J. and Hsu,H. 

TACI is a TRAF- interacting receptor for TALL - 1 , a tumor necrosis 

factor family member involved in B cell regulation 

J. Exp. Med. 192 (1), 137-143 (2000) 

10880535 

40 (residues 1 to 501) 

Pype,S., Declercq,W., Ibrahimi,A., Michiels,C, Van 
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Rietschoten, J.G. , Dewulf,N., de Boer,M., Vandenabeele, P . , 
Huylebroeck,D. and Remacle, J . E . 

TTRAP, a novel protein that associates with CD40, tumor necrosis 
factor (TNF) receptor-75 and TNF receptor-associated factors 
(TRAFs ) , and that inhibits nuclear factor-kappa B activation 
J. Biol. Chem. 275 (24), 18586-18593 (2000) "~ 
10764746 

41 (residues 1 to 501) 

Eby , M . T . , Jasmin, A., Kumar, A., Sharma,K. and - Chaudhary , P . M . 

TAJ, a novel member of the tumor necrosis factor receptor family, 

activates the c-Jun N-terminal kinase pathway and mediates 

caspase- independent cell death 

J. Biol. Chem. 275 (20), 15336-15342 (2000) 

10809768 

42 (residues 1 to 501) 

Yoneda , T . , Imaizumi , K . , Maeda , M . , Yui , D . , Manabe , T . , Katayama , T . , 
Sato, N., Gomi,F., Morihara,T., Mori,Y., Miyoshi,K., Hitomi,J., 
Ugawa , S . , Yamada , S . , Okabe , M . and Tohyama , M . 

Regulatory mechanisms of TRAF2 -mediated signal transduction by 
BcllO, a MALT lymphoma -associated protein 
J. Biol. Chem. 275 (15), 11114-11120 (2000) 
10753917 

43 (residues 1 to 501) 

Urano,F., Wang,X., Bertolotti,A. , Zhang, Y. , Chung, P., Harding, H. P. 
and Ron,D. 

Coupling of stress in the ER to activation of JNK protein kinases 
by transmembrane protein kinase IRE1 
Science 287 (5453), 664-666 (2000) 
10650002 

44 (residues 1 to 501) 

Leonardi,A., Ellinger-Ziegelbauer , H . , Franzoso,G., Brown, K. and 
Siebenlist ,U. 

Physical and functional interaction of filamin (actin-binding 
protein-280) and tumor necrosis factor receptor-associated factor 2 
J. Biol. Chem. 275 (1), 271-278 (2000) 
10617615 

45 (residues 1 to 501) 
Pomerantz, J.L. and Baltimore, D . 

NF-kappaB activation by a signaling complex containing TRAF2 , TANK 
and TBK1, a novel IKK- related kinase 
EMBO.J. 18 (23), 6694-6704 (1999) 
10581243 

46 " (residues 1 to 501) 

Fu,C.A., Shen,M. , Huang, B.C., Lasaga,J., Payan,D.G. and Luo,Y. 
TNIK, a novel member of the germinal center kinase family that 
activates the c-Jun N-terminal kinase pathway and regulates the 
cytoskeleton 

J. Biol. Chem. 274 (43), 30729-30737 (1999) 
10521462 

47 (residues 1 to 501) 

Ye,X., Mehlen,P., Rabizadeh, S . , VanArsdale,T. , Zhang, H., Shin,H. , 
Wang, J.J. , Leo, E . , Zapata, J., Hauser,C.A., Reed, J. C. and 
Bredesen, D.E. 

TRAF family proteins interact with the common neurotrophin receptor 

and modulate apoptosis induction 

J. Biol. Chem. 274 (42), 30202-30208 (1999) 

10514511 

(residues 1 to 501) 

Yeh,W.C, Yao,Z., Mak,T.W. and Woodgett , J. R. 



48 

Hoeflich, K.P. 

Mediation of TNF receptor-associated factor effector functions by 
apoptosis signal -regulating kinase-1 (ASK1) 
Oncogene 18 (42) , 5814-5820 (1999) 
10523862 

49 (residues 1 to 501) 

Chin, A. I., Shu, J., Shan Shi,C. , Yao,Z., Kehrl,J.H. and Cheng, G. 
TANK potentiates tumor necrosis factor receptor-associated 
factor-mediated c-Jun N-terminal kinase/stress-activated protein 
kinase activation through the germinal center kinase pathway 
Mol. Cell. Biol. 19 (10), 6665-6672 (1999) 
10490605 

50 (residues 1 to 5 01) 

Shi,C.S., Leonardi,A., Kyriakis,J., Siebenlist ,U. and Kehrl,J.H. 

TNF-mediated activation of the stress-activated protein kinase 

pathway; TNF receptor-associated factor 2 recruits and activates 

germinal center kinase related 

J. Immunol. 163 (6), 3279-3285 (1999) 

10477597 

51 (residues 1 to 501) 

McWhirter , S . M . , Pullen,S.S., Holton,J.M., Crute,J.J., Kehry,M.R. 
and Alber,T. 

Crystallographic analysis of CD4 0 recognition and signaling by 
human TRAF 2 

Proc. Natl. Acad. Sci. U.S.A. 96 (15), 8408-8413 (1999) 
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10411888 

52 (residues 1 to 501) 

Yu,P.W., Huang, B.C., Shen,M., Quast, J. , Chan,E., Xu,X., Nolan, G. P., 
Payan,D.G. and Luo,Y. 

Identification of RIP3, a RIP-like kinase that activates apoptosis 
and NFkappaB 

Curr. Biol. 9 (10), 539-542 (1999) 
10339433 

53 (residues 1 to 501) 

Baud, V., Liu,Z.G., Bennett, B., Suzuki, N., Xia,Y. and Karin,M. 
Signaling by proinflammatory cytokines: oligomerization of TRAF2 
and TRAF6 is sufficient for JNK and IKK activation and target gene 
induction via an amino- terminal effector domain 
Genes Dev. 13 (10), 1297-1308 (1999) 
10346818 

54 (residues 1 to. 501) 

Kwon,B., Yu,K.Y., Ni,J., Yu,G.L., Jang, I. K. , Kim,Y.J., Xing,L., 
Liu , D . , Wang , S . X . and Kwon , B . S . 

Identification of a novel activation -inducible protein of the tumor 
necrosis factor receptor superfamily and its ligand 
J. Biol. Chem. 274 (10), 6056-6061 (1999) 
10037686 

55 (residues 1 to 501) 

Kim,H.H. , Lee,D.E. , Shin, J. N. , Lee,Y.S., Jeon,Y.M., Chung, C.H., 
Ni , J . , Kwon , B . S . and Lee , 2 . H . 

Receptor activator of NF-kappaB recruits multiple TRAF family 
adaptors and activates c-Jun N-terminal kinase 
FEBS Lett. 443 (3), 297-302 (1999) 
10025951 

56 (residues 1 to 501) 

Galibert,L./ Tometsko,M.E. , Anderson, D. M. , Cosman,D. and 
Dougall,W.C. 

The involvement of multiple tumor necrosis factor receptor 

(TNFR) -associated factors in the signaling mechanisms of receptor 

activator of NF-kappaB, a member of the. TNFR superfamily 

J. Biol. Chem. 273 (51), 34120-34127 (1998) 

9852070 

57 (residues 1 to 501) 
MacLachlan , T . K . , Sang , N . , De Luca , A 
Giordano, A. 

Binding of CDK9 to TRAF2 
J. Cell. Biochem. 71 (4) 

9827693 

58 (residues 1 to 501) 
Wong,B.R. , Josien,R., Lee,S 
Choi,Y. 

The TRAF family of signal transducers mediates NF-kappaB activation 
by the TRANCE receptor 

J. Biol. Chem. 273 (43), 28355-28359 (1998) 
9774460 

59 (residues 1 to 501) 

Wang,C.Y., Mayo,M.W., Korneluk,R.G. , Goeddel,D.V. and Baldwin, A. S. 
Jr. 

NF-kappaB antiapoptosis : induction of TRAF1 and TRAF2 and c-IAPl 
and C-IAP2 to suppress caspase-8 activation 
Science 281 (5383), 1680-1683 (1998) 
9733516 

60 (residues 1 to 501) 

Nishitoh,H., Saitoh,M., Mochida,Y., Takeda,K., Nakano,H., Rothe,M. , 
Miyazono # K. and Ichijo,H. 

ASK1 is essential for JNK/SAPK activation by TRAF2 

Mol. Cell 2 (3), 389-395 (1998) 

9774977 

61 (residues 1 to 501) 

Yuasa,T., Ohno,S., Kehrl,J.H. and Kyriakis , J .M . 

Tumor necrosis factor signaling to stress-activated protein kinase 
(SAPK)/Jun NH2-terminal kinase (JNK) and p38. Germinal center 
kinase couples TRAF2 to mitogen-activated protein kinase/ERK kinase 
kinase 1 and SAPK while receptor interacting protein associates 
with a mitogen-activated protein kinase kinase kinase upstream of 
MKK6 and p38 

J. Biol. Chem. 273 (35), 22681-22692 (1998) 
9712898 

(residues 1 to 501) 

Hofmann,K., Bums,K., Martinon,F. 



Puri,P.L., Levrero,M. and 



467-478 (1998) 



Vologodskaia,M, , Steinman, R.M. and 



62 

Thome , M 

Mattmann,C. and Tschopp,J 
Identification of CARDIAK, 
caspase-1 

Curr. Biol. 8 (15), 885-888 
9705938 

63 (residues 1 to 501) 

Saoulli,K., Lee,S.Y., Cannons , J . L . , Yeh,W.C. 
Goldstein, M .D. , Bangia,N., DeBenedette,M.A. , 



Bodmer , J . L . , 
a RIP-like kinase that associates with 
(1998) 



Santana, A. , 
Mak.T.W., Choi,Y. and 
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Watts, T.H . 

CD28 -independent, TRAF2 -dependent cost imulat ion of resting T cells 
by 4 -IBB ligand 

J. Exp. Med. 187 (11), 1849-1862 (1998) 
9607925 

64 (residues 1 to 501) 

Akiba,H., Nakano,H. , Nishinaka , S . , Shindo,M., Kobata,T., Atsuta,M., 
Morimoto,C, Ware,C.F., Malinin,N.L. , Wallach,D. , Yagita,H. and 
Okumura , K . 

CD27, a member of the tumor necrosis factor receptor superf amily, 

activates NF-kappaB and stress-activated protein kinase/c-Jun 

N- terminal kinase via TRAF2, TRAF5, and NF-kappaB- inducing kinase 

J. Biol. Chem. 273 (21), 13353-13358 (1998) 

9582383 

65 (residues 1 to 501) 
Brink, R. and Lodish,H:F. 

Tumor necrosis factor receptor (TNFR) -associated factor 2A 
(TRAF2A) , a TRAF2 splice variant with an extended RING finger 
domain that inhibits TNFR2 -mediated NF-kappaB activation 
J. Biol. Chem. 273 (7), 4129-4134 (1998) 
9461607 

66 {residues 1 to 501) 

Jang, I. K., Lee,Z.H., Kim,Y.J., Kim,S.H. and Kwon,B.S. 

Human 4 -IBB (CD137) signals are mediated by TRAF2 and activate . 

nuclear factor-kappa B 

Biochem. Biophys . Res. Commun. 242 (3), 613-620 (1998) 
9464265 

67 (residues 1 to 501) 
Arch , R . H . and Thompson , C . B . 

4 -IBB and Ox40 are members of a tumor necrosis factor (TNF) -nerve 
growth factor receptor subfamily that bind TNF receptor-associated 
factors and activate nuclear factor kappaB 
Mol. Cell. Biol. 18 (1), 558-565 (1998) 
9418902 

68 (residues 1 to 501) 

Roy,N. , Deveraux , Q . L . , Takahashi, R. , Salvesen , G . S . and Reed, J. C. 
The c-IAP-1 and c-IAP-2 proteins are direct inhibitors of specific 
caspases 

EMBO J. 16 (23), 6914-6925 (1997) 
9384571 

69 (residues 1 to 501) 

Shu,H.B., Halpin,D.R. and Goeddel,D.V. 

Casper is a FADD- and caspase- related inducer of apoptosis 

Immunity 6 (6) , 751-763 (1997) 

9208847 

70 (residues 1 to 501) 

Marsters , S . A. , Ayres,T.M., Skubatch,M., Gray,C.L., Rothe,M. and 
Ashkenazi,A. 

Herpesvirus entry mediator, a member of the tumor necrosis factor 
receptor (TNFR) family, interacts with members of the 
TNFR-associated factor family and activates the transcription 
factors NF-kappaB and AP-1 

J. Biol. Chem. 272 (22 ), 14029-14032 (1997) 
9162022 

71 (residues 1 to 501) 

Hsu,H., Solovyev,I., Colombero,A. , Elliott, R., Kelley,M. and 
Boyle, W.J. 

ATAR, a novel tumor necrosis factor receptor family member, signals 
through TRAF2 and TRAF5 

J. Biol. Chem. 272 (21) > 13471-13474 (1997) 
9153189 

72 (residues 1 to 501) 
Lee,S.Y., Lee,S.Y. and Choi,Y. 

TRAF- interacting protein (TRIP) : a novel component of the tumor 
necrosis factor receptor (TNFR)- and CD30-TRAF signaling complexes 
that inhibits TRAF2 -mediated NF-kappaB activation 
J. Exp. Med. 185 (7), 1275-1285 (1997) 
9104814 

73 (residues 1 to 501) 

Malinin,N.L. , Boldin,M.P., Kovalenko, A.V. and Wallach,D. 

MAP3K- related kinase involved in NF-kappaB induction by TNF, CD95 

and IL-1 

Nature 385 (6616) , 540-544 (1997) 
9020361 

74 (residues 1 to 501) 

Aizawa,S., Nakano,H. , Ishida,T., Horie,R., Nagai,M., Ito,K., . 
Yagita,H., Okumura, K. , Inoue,J. and Watanabe,T. 

Tumor necrosis factor receptor-associated factor (TRAF) 5 and TRAF2 
are involved in CD3 0 -mediated NFkappaB activation 
J. Biol. Chem. 272 (4), 2042-2045 (1997) 
8999898 

75 (residues 1 to 501) 

Natoli,G., Costanzo,A. , Ianni,A., Tempi e ton, D. J . , Woodgett , J . R. , 
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Balsano,C. and Levrero,M. 
^/TITLE Activation of SAPK/JNK by TNF receptor 1 through a non cytotoxic 

TRAF2- dependent pathway 
JOURNAL Science 275 (5297), 200-203 (1997) 
PUBMED 8985011 
REFERENCE 76 (residues 1 to 501) 

AUTHORS Ansieau,S., Schef f rahn, I . , Mosialos,G. , Brand, H. , Duyster,J., 

Kaye,K., Harada,J., Dougall,B., Hubinger,G., Kieff,E., Herrmann, F. , 
Leutz,A. and Gruss,H.J. 
TITLE Tumor necrosis factor receptor-associated factor (TRAF)-l, TRAF-2 , 

and TRAF-3 interact in vivo with the CD3 0 cytoplasmic domain; 
TRAF-2 mediates CD30- induced nuclear factor kappa B activation 
JOURNAL Proc. Natl. Acad. Sci. U.S.A. 93 (24), 14053-14058 (1996) 
PUBMED 8943059 
REFERENCE 77 (residues 1 to 501) 

AUTHORS Takeuchi,M., Rothe,M. and Goeddel,D.V. 

TITLE .Anatomy of TRAF 2 . Distinct domains for nuclear f actor-kappaB 

activation and association with tumor necrosis factor signaling 
proteins 

JOURNAL J. Biol. Chem. 271 (33), 19935-19942 (1996) 
PUBMED 8702708 
REFERENCE 78 (residues 1 to 501) 

AUTHORS Rothe,M., Xiong,J., Shu,H.B., Williamson, K. , Goddard,A. and 
Goeddel, D.V. 

TITLE I-TRAF is a novel TRAP- interacting protein that regulates 

TRAF-mediated signal transduction 
JOURNAL Proc. Natl. Acad. Sci. U.S.A. 93 (16), 8241-8246 (1996) 
PUBMED 8710854 
REFERENCE 7 9 (residues 1 to 501) 

AUTHORS Song , H . Y . , Rothe , M . and Goeddel , D . V . 

TITLE The tumor necrosis factor- inducible zinc finger protein A20 

interacts with TRAF1/TRAF2 and inhibits NF-kappaB activation 
JOURNAL Proc. Natl. Acad. Sci. U.S.A. 93 (13), 6721-6725 (1996) 
PUBMED 8692885 
REFERENCE 8 0 (residues 1 to 501) 

AUTHORS Uren,A.G., Pakusch,M., Hawkins , C . J . , Puls,K.L. and Vaux,D.L. 
TITLE Cloning and expression of apoptosis inhibitory protein homologs 

that function to inhibit apoptosis and/or bind tumor necrosis 
factor receptor-associated factors 
JOURNAL Proc. Natl. Acad. Sci. U.S.A. 93 (10), 4974-4978 (1996) 
PUBMED 8643514 
REFERENCE . 81 (residues 1 to 501) 

AUTHORS Hsu,H., Huang, J., Shu,H.B., Baichwal,V. and Goeddel, D.V. 

TITLE TNF-dependent recruitment of the protein kinase RIP to the TNF 

receptor- 1 signaling complex 
JOURNAL Immunity 4 (4) , 387-396 (1996) 
PUBMED 8612133 
REFERENCE 82 (residues 1 to 501) 

AUTHORS Hsu,H., Shu,H.B., Pan,M.G. and Goeddel, D.V. 

TITLE TRADD - TRAF2 and TRADD-FADD interactions define two distinct TNF 

receptor 1 signal transduction pathways 
JOURNAL Cell 84 (2), 299-308 (1996) 
PUBMED 8565075 
REFERENCE 83 (residues 1 to 501) 

AUTHORS Rothe, M., Wong,S.C, Henzel,W.J. and Goeddel, D.V. 

TITLE A novel family of putative signal transducers associated with the 

cytoplasmic domain of the 75 kDa tumor necrosis factor receptor 
JOURNAL Cell .78 (4), 681-692 (1994) 
PUBMED 8069916 

COMMENT REVIEWED REFSEQ: This record has been curated by NCBI staff. The 

reference sequence was derived from BC064662 . 1 and BC043492 . 1 . 
On or before Feb 13, 2004 this sequence version replaced 
gi: 22027614 , gi: 10863939 . 

Summary: The protein encoded by this gene is a member of the TNF 
receptor associated factor (TRAF) protein family. TRAF proteins 
associate with, and mediate the signal transduction from members of 
the TNF receptor superfamily. This protein directly interacts with 
TNF receptors, and forms a heterodimeric complex with TRAF1 . This 
protein is required for TNF -alpha -mediated activation of MAPK8/JNK 
and NF-kappaB. The protein complex formed by this protein and TRAF1 
interacts with the inhibitor-of -apoptosis proteins (lAPs) , and 
functions as a mediator of the anti-apoptotic signals from TNF 
receptors. The interaction of this protein with TRADD, a TNF 
receptor associated apoptotic signal transducer, ensures the 
recruitment of lAPs for the direct inhibition of caspase 
activation. BIRC2/c-IAPl , an apoptosis inhibitor possessing 
ubiquitin ligase activity, can unbiquitinate and induce the 
degradation of this protein, and thus potentiate TNF- induced 
apoptosis. Multiple alternatively spliced transcript variants have 
been found for this gene, but the biological validity of only one 
transcript has been determined. 
FEATURES Location/Qualifiers 
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source 1 . . 501 

/ organ ism=" Homo sapiens" 

/db_xref="t axon: 9606" 

/ chromosome = M 9 n 

/map="9q34" 
Protein 1..501 

/ product = " TNF receptor-associated factor 2" 

/note=" tumor necrosis factor type 2 receptor associated 

protein 3" 

/calculated_mol_wt=55729 
Site 21 

/site_type= "modified" 

/experiment^ 1 experimental evidence, no additional details 
recorded" 

/note="ubiquitination site" 
/citation- [16] 
/citation= [20] 
Site 31 

/site_type= "modified" 

/ experiment =" experimental evidence, no additional details 
recorded" 

/note="ubiquitination site" 
/citation* [16] 
CDS 1..501 

/gene="TRAF2" 

/coded_by="NM_021138 .3 : 58 . . 1563 " 

/note="go_component : ubiquitin ligase complex [goid 
0000151 ] [evidence IEA] ; 

go_f unction: zinc ion binding [goid 0008270 ] [evidence 
IEA] ; 

go_f unction: metal ion binding [goid 0046872 ] [evidence 
IEA] ; 

go_f unction: receptor activity [goid 0004872 ] [evidence 
IEA] ; 

go_f unction: protein binding [goid 0005515 ] [evidence IPI] 
[pmid 11777919 ] ; 

go_f unction: signal transducer activity [goid 0004871 ] 
[evidence NAS] [pmid 8702708 ] ; 

go_f unction: ubiquitin-protein ligase activity [goid 
0004842 ] [evidence IEA] ; 

go_process: signal transduction [goid 0007165 ] [evidence 
IEA] ; 

goj>rocess : protein ubiquitination [goid 0016567 ] 
[evidence IEA] ; 

go__process : regulation of apoptosis [goid 0042981 ] 
[evidence IEA] ; 

go_process: signal transduction [goid 0007165 ] [evidence 
TAS] [pmid 8702708 ] ; 

go_process : protein complex assembly [goid 0006461 ] 
[evidence TAS] [pmid 8702708 ] " 
/db_xref =" CCDS : CCDS7 013 .1 " 
/db_xref = "GenelD : 7186 " 
/db_xref = " HGNC : 12032 " 
/db_xref = "HPRD : 03538 " 
/db xref="MIM: 601895 " 
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121 yeschegrcp lmltecpack glvrlgeker hlehecpers lscrhcrapc cgadvkahhe 
181 vcpkfpltcd gcgkkkipre kfqdhvktcg kcrvpcrfha igcletvege kqqehevqwl 
241 rehlamllss vleakpllgd qshagsellq rceslekkta tfenivcvln revervamta 
301 eacsrqhrld qdkiealssk vqqlersigl kdlamadleq kvlemeasty dgvfiwkisd 
361 farkrqeava gripaifspa fytsrygykm clriylngdg tgrgthlslf fwmkgpnda 
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